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We report here the identification and characterization of a new member of 
the mouse caspase family, named caspase-14. Northern blot analysis of mRNA 
from various tissues with caspase-14 -specif ic probe showed a major 
transcript size of approximately 2.4 kb and variant transcripts of 2.0 kb 
and 1.5 kb. The major transcript is detected mainly in the liver and to a 
lesser extent in the brain and kidney. Caspase-14 cDNA encodes a 257 -amino 
acid- long protein that has significant homology to other members of the 
caspase family. Like other caspases, caspase-14 has a conserved active 
site, pentapeptide QACRG. However, it lacks an NH2-terminal prodomain or a 

caspase recruitment domain , suggesting that it could be a downstream 
caspase that depends on other initiator caspases for activation. Consistent 
with this, procaspase-14 can be processed in vitro by the death 
receptor-associated caspase-8 and caspase-10 but not other caspases, and in 
vivo after stimulation of cells with anti-Fas agonist antibody or Tumor 
Necrosis Factor-Related Apoptosis Inducing Ligand. Furthermore, 
procaspase-14 can be cleaved by granzyme B. These observations suggest that 
caspase-14 may play a role in death receptor and granzyme B- induced 

apoptosis . 



16/3,AB/33 (Item 4 from file: 5) 

DIALOG (R) File 5:Biosis Previews (R) 
(c) 2002 BIOSIS. All rts . reserv. 

12906963 BIOSIS NO.: 200100114112 

Structural analysis of caspase recruitment domains (CARDs) . 

AUTHOR: Day Catherine L(a); Vaux David L; Hinds Mark G 

AUTHOR ADDRESS: (a) Institute of Molecular Bio, Massey University, 

Palmerston North* *New Zealand 
JOURNAL: Biochemical Society Transactions 28 (5) :pA456 October, 2000 
MEDIUM: print 

CONFERENCE/MEETING: 18th International Congress of Biochemistry and 

Molecular Biology Birmingham, UK July 16-20, 2000 

ISSN: 0300-5127 

RECORD TYPE: Citation 

LANGUAGE: English 

SUMMARY LANGUAGE: English 

2000 



16/3,AB/54 (Item 4 from file: 76) 

DIALOG (R) File 76: Life Sciences Collection 
(c) 2002 Cambridge Sci Abs . All rts. reserv. 

02167661 4088560 

The CARD domain: A new apoptotic signalling motif 

Hofmann, K. ; Bucher, P.; Tschopp, J. 

Swiss Institute for Experimental Cancer Research, University of Lausanne, 
Chemin des Boveresses 155, CH-1066 Epalinges s/Lausanne, Switzerland 



June 12, 2 002 



TRENDS BIOCHEM. SCI. vol .^R , no. 5, pp. 155-156 (1997) 
ISSN: 0968-0004 

DOCUMENT TYPE: Journal article; Review article LANGUAGE: ENGLISH 
SUBFILE: Immunology Abstracts 

The first steps of FAS -induced or tumor-necrosis factor (TNF) -induced 
apoptosis require the transmission of the apoptotic signal from the plasma 
membrane receptors to caspases, a group of interleukin-1 beta -converting 
enzyme (ICE) -related proteases, which are activated by proteolytic cleavage 
usually performed by other caspases. The apoptotic signal is frequently 
mediated by the association of proteins containing homology domains of the 
same class. By application of the generalized profile technique, a 
sensitive method for sequence database searches, we detected regions with 
highly significant similarity to the RAIDD/ICH-1 amino-terminal domain in a 
number of additional proteins involved in apoptotic signalling. The 
biological role of proteins containing this domain allows the prediction of 
a network of interactions necessary to recruit caspases to the receptor 
complexes signalling apoptosis . We therefore propose the name CARD (for 
caspase recruitment domain ) . Initial profiles were constructed from an 
alignment of the amino-terminal regions of RAIDD, ICH-1 and Ced-3. Two 
iteration cycles of profile searches identified with high significance 
matches in other caspases (Mch6, ICE) , in two cellular homologues of the 
viral apoptosis inhibitor IAP (c-IAPl, C-IAP2) , in the uncharacterised 
ORF E10 from the herpesvirus EHV2 , and in a hypothetical protein from rat. 
Because of their known involvement in apoptotic signalling, we also 
accepted the nematode cell death protein Ced-4 and mammalian caspase-4 
(ICH-2/ICH-3) despite their slightly subsignif icant profile score (rank 3 
and rank 12 in the list of non-significant scores, respectively). An 
alignment of representative proteins containing CARD domains is shown in 
Fig. la. All characterized proteins found to contain the CARD domain have 
been reported to act in apoptotic signalling. ICH-1, Ced-3, ICE and Mch6 
all belong to the caspase family. In these proteins, the CARD domain is a 
part of the amino-terminal propeptide. (DBO) 
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